Introduction deep cleft separating similarly sized domains. In spite of the structural difference, Endo V and Endo III are Cellular DNA is easily alkylated as a result of exposure suggested as having similar catalytic mechanisms such to carcinogenic or mutagenic alkylating agents and enthat the AP lyase reaction proceeds via a Schiff base dogenous genotoxic agents such as S-adenosylmethiointermediate (Sun et al., 1995) . Their crystal structures nine. Of the modified DNA constituents, 3-methyladeand mutational analyses indicate that the amino group nine (3-mA) is a cytotoxic DNA lesion that blocks for the Schiff base formation is in the N-terminus for replication (Lindahl, 1993) . Escherichia coli possesses Endo V (Vassylyev et al., 1995) and Lys-120 for Endo III two 3-mA DNA glycosylases that catalyze the hydrolysis (Thayer et al., 1995) . In the viral and human UDGs that of the N-glycosidic bond linking the 3-mA base to the have a sequence identity of 39%, the compact ␣/␤ strucdeoxyribose-phosphate backbone (Thomas et MotA is reported to have the variant secondary structure The crystal structure of AlkA was solved with the multiple of the ␤␣␤␤␤␤␣ motif, based on nuclear magnetic resoisomorphous replacement (MIR) method, using four nance studies (Finnin et al., 1994) . The core structure, heavy-atom derivatives (Table 1) (Figure 3a) . In addition to the nine helices, the region To investigate whether this entire ␣-helical two- (Table 2) shows that the structural similarity between domains II and III of AlkA cant sequence homology with the mammalian enzymes. However, sequence similarities between the mammalian and Endo III was not detected as described above. However, this similarity was estimated from the fact that the and microbial enzymes seem subtle. The sequence alignment of three microbial enzymes revealed that the Of several residues conserved in the three 3-mA DNA glycosylases and facing the cleft, Asp-237 (Glu in S. residues conserved within them were found in the region surrounding the cleft between domains II and III (Figcerevisiae) and Asp-238 were replaced by Asn and Gln-124 and Trp-218 by Ala, respectively, using site-directed ure 4a). 
MIR Phasing and Refinement
The crystal structure was determined using the MIR method with four heavy-metal derivatives (Table 1) 
